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Simulated annealing protocols.
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Definitions
The diffusion tensor can be represented by the following terms: Using an axially symmetric model for the diffusion tensor we obtain: The components of the diffusion tensor in the molecular frame of the 1EZA structure that were used as target parameters for simulated annealing refinement are:
YYYYYYYYYYYYYYYYYYYYYYYYYYYYYY 1 2.0434 -0.0764 -0.0421 2 -0.0764 1.3403 0.0045 3 -0.0421 0.0045 1.3346 YYYYYYYYYYYYYYYYYYYYYYYYYYYYYY # 2 /0 5 ' for a fully asymmetric model of the diffusion tensor is 73.9, larger than that for the axially symmetric model, thus justifying the use of the latter in the simulated annealing calculations. 89 '((5, :, 273-284 ). Because HIV-1 protease is a homodimer of identical subunits, only a single set of 9 1 and 9 2 data are observed for the dimer. These comprised 78 pairs of 9 1 and 9 2 data; eliminating data for all residues with low 1 H-`1 5 Na heteronuclear NOE values, suspected conformational exchange, chemical shift overlap in the spectrum, and weak cross-peak intensities, left 64 pairs of 9 1 and 9 2 data points for analysis (Tjandra et al.) .
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To mimic a real situation where the true subunit arrangement is unknown, we made use of the coordinates of only one subunit to process the relaxation data and obtain the rotational diffusion tensor.
In the 2NPH crystal structure, the coordinates of the two subunits are not identical. The fitting results for the two subunits, however, are virtually identical with a difference in ! 2 of less than 2C. Since the first subunit gave fits with the lower ! 2 , we used the diffusion tensor calculated from these coordinates.
Both axially symmetric and fully anisotropic models of the rotational diffusion tensor were tested and yielded ! 2 values of 1.45 and 1.34, respectively. The difference is not statistically significant as judged by the F-test, and therefore does not justify the use of the fully anisotropic model. Thus, for the docking calculations, we used the diffusion tensor for the axially symmetric model.
Using an axially symmetric model for the diffusion tensor we obtain:
The components of the diffusion tensor in the molecular frame of the first subunit of the 2NPH crystal structure that were used as target parameters for simulated annealing refinement are: 
The EIN-HPr complex
The experimental 15 N relaxation data were recorded as described in the Experimental Methods section of the main paper. The diffusion tensor which was extracted from experimental data for both components of the complex using an axially symmetric model for the diffusion tensor, is as follows:
" c F 17.02 ns; A F 1.36; # F 0; ! 2 /D f F32.7; D f F 132
S7
The components of the diffusion tensor in the molecular frame of the reference structure that were used as target parameters for the simulated annealing docking calculations are: 
